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1 5 1 

[If 181 

1 9 1 
m^m 2 0 1 

[|»^:S2 11 
jh^^-^ 2 2] 

i^-r^fztb(D fi-T^^^ rtfzii^ <Dmmi^(o c m<^s5^9-^ -f^ y K^mt^ ^^kb l 

[ft 2 31 , X ^ ^ 

Sl^tJi^ @S^!J#-^: 5-e^:^tt-i.7 5 /^lE^J'Sr^l"^ iS-T^ K (1-4 2) 

mi-^T^. iB^j#-^: ixm^fi^T^ymmm^m-r^ fi-T^m^ (1-3 s) . 
mn^^ : 2 x-m^fi^ t 5 y mia^J =s:^-t-^ ^-r^n^'F (1-39) miym 
: sxm^ft^T^ ^mmm^^-t^ fi-T<u^ V (1-40 ^mmi^^^^^iSii^x 
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[GOOD 

10 0 0 21 

T}l^-y^^-(-^~mKX^ ^ AM*ti>^ # ^a^fi^JPp^M i:^oT*3l9. T;^^)'^^'1'•7- 
[0 0 0 31 

Ig^Hg^ (Amyloid Precursor Protein: mT^ AP P t^S-^-TS) <DmB.MMMi^M(D 

^-r^u^ Y (1-38) =SE^J#^ : 1 

^-T^n^K (1-39) =MS^iJ#-f- : 2 
y3-r 5 K (1-4 0) =iE^J#-f- : 3 
5 F (1-41) =SB^J#-i- : 4 
^-T^n^" K (1-4 2) =@5^J#-^ : 5 
;3_T5nxfK (1-43) =@S^J#-^ : 6 

(1-4 2) ;5*^l^-^»!*-?>?t^L. -:^m^lc{±/5-T5n>f K (1-4 0) 
itiPi-'S (T5 KT^^'^^N'^-) ^ttm^^fi {T-^-fT. 
•Zt ^^^Ts^"^] — T^K ^^A^y^Vv^T. (Arch. Biochem. Biophys.) , 3 

01, 41-53, 1993) ] . l3-r<uy( K (1-4 2) , yS-T5n^ K (2 6 - 4 2) ^ yS- 
T5n^ K (2 6 -4 3) , ^-T5n>f K (3 4-4 2) * fc'OC^SP^'Sr'^tf^^-^ 
K55«jttt^oT. 7K^ttOyS-T5 K (1-4 0) if <7)vt*=£r^ < i t if^i-'TFl^ 
$tLTV^;g, C^#W^jtm2 (^-^f-f 7. h i; - (Biochemistry) , 32. 4693-4697, 199 

3) ] o Lfz^^^X. )S-T5n^K (x-4 2) (DitM-A^T •^~miiZis\^^X i±m 

^Am^j:mmtm^hfixis^. ic^.td^^'&^-^s ^-t<u4v (1-40) t^- 

T?n^K (1-42) t<DrtmWt^<^^^i!>^r)vy^^>('r-miz:k^<m^LX\^^^t 

[0 0 0 41 

:z(Dfzib. p-r^u^ Y (x-4 0) h p-T^'ayf Y (x-4 2) h^^&^<»m 
^mir^^ti)^mm-^^^hmk.hfi. /5-T5n^ yJrfi-e^^fl^^fZJC^ffiflO^^a- 
^^f- Y\zmmm\zK^^-rhm^-^j:hxf\zm^^'^m^-'^ c^®W7Xfi^«^^^-^^ js- 

T^n^ K<7)M^:&i*5&^'#K=:$:S^ 1 (wo 94/17197-^<&^) \zm.^^fLX\^^^i)^^ ^gu# 
[0 0 0 5] 

x.{S\ ^^#i1=:icm3 (^-f^^- (Nature), 400, 173-177, 1999) . #P#fi^«4 (^>f 
^■r— J^7*W (Nature Medicine), Advanced online publication, 17 March 2003) 

i'j:if\zm.-^i)^h^i)^^ \LYHs^y^>:^-j:^=-v^'^f7:^-fi}f-^m^^tz-mu^^WiX^ ^ 

Am<om.^\ ^mmt}<Dm±^if<7ym^^i>fzhL. mmm^f^m^tLxm^-^fitziiz 

^ii^fzhL fzm^^£mmmo^fz ^mma. <^ r ;v ^7 ^^ l:: til. t^^Sr v^CD 
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[0 0 0 6] 

h-e^>|itSl:^ti.rv>^/::i6 i^mfi'iC^l 0 (-jl- n > (Neuron), 38, 547-555, 

2003) ) ^ ^(DAmi^ii^L'=>'owmm'tm7^-r^fzib<Dm^B:<Dz>t^tLr. ift/?- 

ence). 295, 2264-2267, 2002) , ^m^lcme rL^-n-9-^Ji>'>^(Nat 

ure Neuroscience), 5, 452-457,2002) ] o L:d^L> IST^D^ KT>^:t^^°•^- (CA 
A) ^r)^-7^:^i:m^^fzmr-ii^ *a;N*5a/3-T5 D-r K*rL#(7)ig^tC i CAA 
tceSi--i,|iJflLlr:&-bOttiiflL<7)±iM:0«#-&$tLTV>;2> mWVfXm (-9-^ (Scien 
ce), 298. 1379, 2002) ] o 
[0 0 0 71 

it 5, #^#i1^:fcft^6. #^#i^=:ft;E8 (^•^'f^^- ^f-f-^^' (Nature Medicine). 8, 1 
263-1269, 2002) . ^ J: #^#i1r5:m 9 (t'Dv-t'^ ViJ^::^ -f :^->^•:^;^ 

TiJv"^- ^-7' -9--f^>v'X -If J.- (Proceedings of the Nation 

al Academy of Sciences of the USA). 100, 2023-2028. 2003) ] . ?^^tt<^^v>^-T 

5n>f K (x-4 2) (D!SD.fpiSkm^^mmi,z±^-^^fzt\^^')-^mmm(om^ii^<ti:\^^ 

mW-Xn 1 1 wo 94/17197-t<2r^ 

^ :^ (Arch. Biochem. Biophys.) , 301, 41-53, 1993 

W^W%'^2\ /nM:^'^^;^ h V- (Biochemistry) , 32, 4693-4697, 1993 

WWn-XWiZ\ ^ - (Nature) , 400, 173-177, 1999) 

41 ^-'f^^- 'yy (Nature Medicine) , Advanced onl ine pub 

lication, 17 March 2003 

{WW^ScW^bl •'f'fJ:-^';^ (Science), 295, 2264-2267, 2002 

Wmf?:icM 6l:^-ff-^- -cL-u^^ (Nature Neuroscience) , 5, 452- 

457, 2002 

W^^-Xtk7\ -^--f (Science), 298, 1379, 2002) 

Wm^-XW,S\ ^>-Y^^- ^•7''f'>> (Nature Medicine), 8, 1263-1269. 2002 
[i^#f^^ffi^9l yns^-T'-f ^•:r ^ f-v^:^;^ ts&t'^- 

j^y-yX -r - (Proceedi ngs of the Nat i onal Academy of 

Sciences of the USA). 100. 2023-2028, 2003 
WWf^:ScM 101 =-3.'-uy (Neuron) , 38, 547-555, 2003 

[0 0 0 8] 

N^m, ^^m^. tfziifi-T^uy( V (x-4 0) <Dc-mm<Dw^^'f9-h'iizs^mmi>z 
Kj&^-t^ifui^xit. mk.i£. mm.mmKitmLfzp-T5.u4 k (x-4o) (caa) 

[ 0 0 0. 9 1 
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[0 0 10] 

3i11!I<^«K^^:?'^Kt-iNFMfi<JtwRS1-*^y ^'D--:?-;v^#:BC 0 5 a =Sr T;^^;//^'f •7- 
5D-fF(x-40) c7)iflLl^iti(7)iftj^=^^'fb$-tir^^ . p-T^uy( Y (x-42 

[0 0 1 1 1 

#-e*smiB (1) fB«<?)^J ; 

-eab^mifi (1) IB«<7)^J ; 

( 5 ) p-T<uy( Y-i}^m^m^ : 1 , ie^J#-^ : 2 , @E^J#-i- : 3 ^ iS^J#-^ : 4 . IE 
^J#-^: 5 t/iJiiB^J#-^ : 6 •c«$tL;&T ^ >'mS5^J*^i-'5>^'/-5^ K-eab^frlB (1 
) |B«o^J ; 

(6) /?-T5 n^' K^s'ia^j#-^ : 5T-^$tL;i,T^ ymieJ^J^r^-r-s^-/^ K-e^;2>ttr 
le ( 1 ) IB«<^^J ; 

( 7 ) 5 n ^ K(^flli#*«. ia^J#-^ : 5 X-m^fi^ T 5 /mmm(0 2 «B ~ 4 2 
ymS2?^iJ:6^'b 1#S~ 1 6#gcOT^ ym@B^J^7t(i l#g~ 1 7#aOT 5 yi?@E^J:;6« 

1 ) mm(r>m ; 

(1 0) w,mmm^^: 7 x0i^fL^7 ^ ymwm^^-r^m^^zfi- v^mmv^^^ 

(11) mmmn^^: 9xm^fi^7^ym.nm^mir^u^^-fi-vt:mmL^j^^^ 

^#t?ab*HiffB (1) mm<oM; 

(12) 4n:#>6^iB^J#-^ : 5T'^$tL;5,T^>'mfiB^J'S:^i-^/?-T5n^ K (1-4 2 

) ^mM-r^^if^x^^mm (i) i5«<^^j; 

(1 3) *n;#7&^ BA-2 7 (FERM B P - 4 1 3 9 ) T'^^^ tL^/N-f "/V K-v 
'^>^>'^^~:^;^t^u#BA- 2 7 a-C^;5>Btf5 (1) wS.n<DM ; 

(14) ^'f*:^!)^ BC-05(FERM BP-4457) "C^^^ tLS^^-^ "^U K-v 

iJ'n-:h;VtfL#B C- 0 5 a-Cab^ttrlS (1) IBIfeO^J ; 

(15) Ji«MP^^^i§-rs^#-eab*iuiB (1) iB«<^^j; 

ttiiE# 2004-3092315 



#M 2003-317443 



4/ 



1 5 ) mM<DM ; 

(17) p-r^n^ v^<7)m\Hx-(Dmmtfzii^m<DmmMx-^^m$i (i) tm<7)M; 

-sitria (1) iB«<D^ij ; 

(19) m^i)^. msia.m.m?n^mmL^£^^>m'W-x-^^mm (d ismo^ij; 

(2 0) *ri;#:3&^ ^^g-tx^iff-T^n^ K^5fe^iT-M4EL 9 ^^#-e*^ttflfi (19) K 

mmmii'KJBL. t^^mm^^: sxm^fi^r^ ymw.n^^-t^m^^':f^\'^mM 

^ y ^J' n - ^;viiL#^cO'f£ffi ; 
(2 3) l^mK @B^J#-^: 5Xm^fi^T^yWm^i^^-t^ p-T^u^ }f (1-4 
2) tmM-r^i}\ iH^iJ#-^: 1 ■e^:gtL;2>T5 y^SS^iJ'^^-t-^ i8-T5 K (1- 

3 8). iE^j#-^ : 2xm^fi^T<ymmm'ty^^:h^-r^uy( k (1-39) 
nmn^^ : sxn^fL^T < ymmm^ir^ ^ -T^ny( V (1-4 o) ^mmL^j: 

[0012] 
mm^mm-r ^ tztb(owcSi<oj^m] 

[0 0 13] 

- 2 7 J±^^4^1 2^ 2 2 B^^^StHfeAH^W^B'f (I FO) ic, ^LXW-^S^l 

B 7 B:^^hmism^mj:m^mm^^j:^^mm^m (n i bh) c^. s^w^^m^'i:: 

^^ y; K ~ -^MU I F O FERM-BP (NIBH) 

B A- 2 7 50387 4139 

. B C - 0 5 {±^^ 5^1 1 ^ 2 B ibii^m^^XmWI^^^X^i^W^^ (N I 
BH) m.. frcmT(^^K#-tT'S^f£$tL-CV^^o 
^> K - v^ia FERM-BP (NIBH) 

BC-05 4457 

[0 0 14] 

CiB^J#-f- : 1] /9-T5n^K (1-38) 
CiB^J#-^ :2] yff-T5n^K(i-39) 
mvm^ :3]/ff-T5D-fK(l-40) 
C@e>?iJ#-t :4]^-T5n^'K(l-41) 
Cie^iJ#-^ :5]iff-T5n^K(l-42) 
CIB^J#-^ :63 ;ff-T^n^K(l-43) 

miE# 2004-3092315 



2003-317443 



(.mm-^ : 73 jff-T5n^K (1-28) 
Cia^iJ#-t : 8] /?-T^n^K (25-35) 
Cse^iJ#-t : 93 /?-T$n^F (35-43) 
eSfi^J*-^ : 103 /s-r^n^K (1-16) 
CBB^J#-t :il3 i5-T5n^K (17-28) 
CSE^J#^ : 123 (18-28) 

[0 0 151 

;5,^-T5n^ K (1-3 8) . I5^J#-f- : 2 "e^^ tL;i> T 5 7 miE^J^^I-'^' iff - T 5 
u4 V (1-39) . le^J*-^ : 3 X-m-^fL^ T 5 y miS^J ^^1"^ I3-T^u^ V (1 
-40). IfiW-^: 4X-^$tL^T5ym@B^iJ**i-^i8-T^n^ K (1-41) . 
@B^J#-f-: 5-ca$a^T5 ymSE^J'Sr^-t^ ;ff-T5 K (1-4 2) ttziiW^m 
■f-: 6T-^$tL;5,T5ym@a>?!l=£-:ti-'2>i8-T5n^ K (1-4 3) ($ftL<l±. 
@5^J#-t: 5-C^§tt^T^ymiB^J=£:^-r*iS-T5n^ K (1-4 2) ^ fc*) ^^fflv> 

[0 0 16] 

^tCtrai5^;Vi5^ 5 ±IB^-T^ KON^f|5;0^e> 1#S~ 1 0#a 

^ ymsfi^J<^^2#g~4 2#gc7)T5 ymSB^J=^*i-^^-/^ K> Ifi^J#-f- : 5-e*:^ 

tLST^ ^^iB^J<0^3#i~4 2#i<^T5 ymSS^J^^-T'&^y-^KT'^oTN^c^ 
@B^J<^^4«B~4 2#gOT^ ymSS^J'Sr^i-^^'T'^ SS^J*-^ : 1 ~@E^J#-^ I 

6-e^$tt;g>T5 ymie^J^^'c.^i#g~i 6#i<7)t ^ /mi2?ijt fc{±^ i#B~ i 7 

(17-40) s (18-40) ^if) ^ if;6^ffiV>^tt;|)o CtL?,<^?iff- 

10 0 171 

x.ff/9-T5 K(7)Ni^<^T^>'m>0*'b^x.T2 5#B jsil^OT 5 >'i?BB^J'Sr:fri-*SB 
[0 0 181 

mmm. ^«) (^^u. T)i^:^v±mm.) ^j:ift(Dm. iutLin^mm^i-nm- 

[0 0 191 
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^U^^'f^r (i-^:b*>s yS-T^n-fK (1-2 8) T-^$ tl^ /?-T 5 n -f FONj^ 
m^^ias^^'/f- K) =SrM.fifeL^v^^#:^if7&«ffiv^ibti^o tTtx ^-7 5 Kt/cti-g- 
^:b*>. ^e-T^a^ K (2 5 - 3 5) xm^ti^ ^-T < y( Koif'C-^IS^^^fl?^-^^^- 

^$ix*T5 ym@fi^J^*i-^f|5:S^^-/-f- K (■r'5;t>t>> ^-T^n^K (3 5 -4 3) 
T-^^tt;?, ^-T5 n>f K(^C3S1ll<^S:9-^"/-f-K) *^.f^L^:V^^#35r if-e*c T ^> J: 

( i ) iB^j#^ : si3x mm^^ : Qxm^fi^r^y mmm ^^-t^ k ( 

■tti:t>%. ^-T\uy( Y (2 5 - 3 5) i3 J: ^-T 5 u -f K (3 5 - 4 3) ) ^MMl. 

(ii) 8Tr^$tL^T5 ymSS^iJ^^i-^^^^-/^ K (t->^^*>. /?-T5 
K (2 5 - 3 5) ) ^M.l5L^v^^^ S5^J#-^ : 9 Tr^^ :^^;l> T 5 y miB^iJ'^^-t ^ 

^^S-^T'^K (-r^t>-^. iff-T^D^K (3 5 -4 3) ) ^M^i" 'l.^^ife $ L 

[0 0 2 0] 

±ia (i) co^#o4'-e^). @5^J#-t : 1 -e^$tL^T5 ym@e^J=^*-r^ ys-T5 n 

K (1-3 8) . SS^J#-^: 2T'^§tL^T5 ymiS^iJtr^tl-^ ^-T5 n>f F (1- 
3 9) (^f^ti) i2^ij#-i- : 3 T'^$ tt^ r ^ /mSB^O^^I-^ ^8 -T ^ n ^ F ( 

1-40) •^m\z.mm'rz>^mmt\^<. ^^tctige^j*-^: i-c^^tL^r^ymie 

^J=lr:t-t^ )9-T5 F (1-3 8) . i2^!l#-i- : 2 T 5 y mSB^J^^I-'^ 

y9-75n-fF (1-39) > SB^J#-^ : 3 -e^$a;g. T ^ y miE^J^^-t^ ^ -T 5 n 
-i V (1-4 0) ^Um-f^ifi. WM^^\ bt:^^ii^T<^mm¥\^^^^ p-T< 
n>f F (1-4 2) trM^L*v^JS;#**«F* tv^o 
[0 0 2 1 ] 

ttz^ ±iB (ii) (Djfc^cotf-c-'J). T;v^;/^N-f v-5iKm^oM^mttffii^4't::^$tL;2, 
^-T^n^F (#IC, SB^J«^ : 5-ea$tL^T^ ymSB^J^*i-'i> /?-T^ F ( 

1-4 2) ) ^mz.mmt^m^is^m-'tx.i, ^h^-^twrnm"^: s-e^^tt^r^ym 

IS^J i8-T^ n>f F (1-4 2) ^MM-t^-h^ SB^J#-f- : 1 ■eS;S;n.^ T ^ ^ 

mSB^j^^-r^ iS-T^ F (1-3 8) . @S^J#^ : 2 1?^$ tL^S T ^ y 
t-i>/?-T5n^F (1-3 9) ^ iO'WiJ*^ : 3-e^$tL^T5 yi?ee^ij^*-r^ /3 
-T5n^F (1-4 0) ^®I^L=fev^tn;#:;6Wt Lv^o 
[0 0 2 2] 

±fS (i) <^*rL#<^ft^^Jt LTfi. B A- 2 7 a-e^^^tL;5,^y ^ n-f-;i/if[;#: ( 
WO 94/17197-^<2r##HSj , ±|e (ii) <D^^(D^m.mthX\t^ BC-0 5 a. 

BC-15a. BC-65a^ BC-75a^ BC-55a (#IC, BC-0 5a;&W^ 
L v^) ^tL-S^y^^n--^ (WO 94/17197-i-4:f^#M) i)^^ ^ o 

[0 0 2 3] 

(1) mm.<omm 

<onm^^. p-r^u^ Y^fz\t^<Dm^^i:iM7^^n\^x%hfih^^^-^^Y\ /?- 

T5 FillWI— ia*;SvMi2mJiy.±>i-r'2)'^fi^'^":^f - F^ if-fBTtLO ^> 
(Oic>mm-r^:ihi)^X^^ (JSiT. itLf>S-#ic^-T5n>f FgL]li:f3-x-tSCii:^>^^ 
) o np-T^Uy{ Yt.fz\t^(Dmm^h'LX\t^ mT!^\.fz^(Dtim^^hft^o itLib ^ 
-T^D>f Ft mkkt^Y. 9-;' ^"^r;^^ ^fO!IifLliJ%;6- 
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[0 0 2 4] 

^^^■r^=mMnm^^i^m-t^^tizxox^um-^fi^o 
(c) mk^^m-t^Mnnt^i^tm\^^xmm<DT^ymw.n^-^^^^^'')^-:^^ vttz 

l,i^(Dm.^mM-t :hm^. ^DNA{±. <&^Oi^n-^>^^;^& m^lt. Molecular Cloni 
ng (2nd ed. ; J. Sambrook et al.. Cold Spring Harbor Lab. Press, 1989) l-ffi^O;;^ 

mw.m * ^^°'}^zr^}'trzit^ (o^<r> r 5 y mwm § T'^f >f > l fzmk^ 

n-yt/c{iDNA7°7-f v-^^v^ cDNA^ ^ 9 U ib^N-Y ^'J ^-f-lf-~>3 

;g.5^K^m#=sr#;i.:^fe. ^fcti (2) mm.(OT^ y'mwM^^m-t^-^^'^^zf^Yifz 

[0 0 2 51 

^yS-T5n>f Y^n-^^LX'^hft^n^^':f^YbVX\±^ x. {f BB^J#-^ : 6 

T'^^tL^T^ ymifi^J^^i"^ /?-T§ K (1-4 3) f^l^^T ^ ^ ^■^f^^-^ 

6 M^feJnTK^S'ii Lxnhfi^ -f^h^ttzit^fih <Dm^m. * {± ^ - T ^ 

n-f K (1-43) =Sr«>5rOa^>' K^y-^^--fe-tcJ: l)ijP7fc:9-f^LT#ibtL*SP^^>^^ 
Ktyi{i:-etL?5<^m^%^if;&*Mv>^tt-2,o )? - T 5 n ^ K (1-4 2) ^^-f^ 

1-4 3) :dm^Lx\^^^i^^-A^^^o m^^^-fi^vtLxii. m^ii±mLfz^mx 
i9ffisat^c/s-7 5 v'mmtw\-<Dm7k^mir^i><D^. ^-r^u^ v (1-43 

) :&if<^T 5 ym@B^JtC;feV^T 3 1@Ji)L±. 0^ U < « 6 1@J!U±OT ^ 7 m^J^?? =S:S«it<^ 
[0 0 2 6] 

LTf±, -pflx-tdTB. Merrifield iV^-i-JV T:^ViJ> 
v-if^xx-r (J. Am. Chem. Soc.) .85. 2149(1963)] . M. Bodanszky:fe J: 
M. A. Ondetti C^T^'f- K ^/V-b— v7> (Peptide Synthesis) , Interscience Publish 
ers, New York, 1966^] , Schroder:^ J: tH^ubke C^f ^"/f-F (The Peptide) , Academ 
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8/ 



ic Press, New York, 1965^] , MMm^m C^T'^ K^^C0»#i: 1985^ 

D . ^Av^Hj^it/#pii^¥ mit^mmmm:!. ^>^-<^M<7^itmv. 205,1977^3 ^ 

T^ym^LTfi. a -T5 yftliB o c*-e^KL. ^h^mk.it'i^'} >iSXXJ^X]y^ 
{±OBz l*t?1*ML. WXD e -Thymic I -Zmx^mL. ^n'>>07Xm^ 

[0 0 2 71 

fli. 4 ->^;v^>Xt Ki; ;VT5 >#JK. PAMM. 4 - H Kn ^~>^ 7 
i:^;WT-bhT5 K^f-;V#St. *°VTi^ V;VT5 FW. 4- (2*. 4'-v^ h^i--7 
Fn^v^-5^;v) ■7:ny^v^Jit, 4- (2 4 '->^^ h Fm 

10 0 2 81 

±M\^fz^m'^^tzT ^ ym<Dm^\iz^\.x\±. ^-f^ Y^mz.m.mx%:^im.mmt 

^m=2:fflv>SC:i:76*-e§*^^ ijjyy^VAX KiS^^Jiv^o :^>'V>Kv'f^ K^i: LT 

tiDCC, N, N'-v^>f yyntr;i/*;v**i;^ 5 K, N-ji^;v-N'- (3-e^^f-;i/ 
r5^7'nV;v) XYtsi}fifm^hf\^^o i tt^ lij; ^ ^gft'f kiltie -b 5 'fk^ 

SiJr^WJ (^J;i{J^ HOBt> H00Bt=5:if) t ^ ^> tii-f^S^tt/cT 5 y m^itMWJIS 
Ic^jtjnl-^/iN MI§-vmil7lc®t/ct±H0B t J^;<.-7-;i/*'5>v^{±HOOB t ^Xr- 

il' L T ^ e> i: t>'^m. ^fifzT^y m<ommt^^^ fz(r>% vims\-t ^^itt^x 
um^fitzr^ym<^m^^t^mmt(Dm^Km^^hfi.^mmtLxit^ ^-f^Y 
m^KBi<zi^mLr> ^^ti)mhfix\^^^M-^^hm^Mn-^fiv tzt^im, n- 

y-;v^fc'c7)T;i'3-;uii^ -v^p^ ^;vx;V'*^>' F^ ifox;i'>^^>' F«. euvv^^f 

t:d^^^tLTv^^|gH;6^lbMjl#^$tL, 0*C-I«j5 0 'C<0|lffl;&-e>ig± 

jUiE# 2004-3092315 
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^--j : 9/ 



j^fC T 5 y m * T -b f - ;V'f b L T . m<7) i:: $ J; ^ -r ^1 ^ >6^'T' ^ ^ o 
[0 0 2 91 

WMr^^m<oT^ym<oim&tvxit. fzb^is, z> Boc. ^--^^v-^v 

Cl-Z^ Br-Z> T ^^-^ Jl'^t ^ v * ;v5}<^;v. h U 7 ^8" O T -fe 

-f;v. Fmo c 55ri^*«W«btL;2>o * LTti. /^tx-tfCi-eT 
)V^)]/m. Cz-s'y^uTJV^jvm. C7-i4T7;v^;v*. 2-T^-7>^;v, 4--h 
n-^>'v;i/> 4 -y h ^~>'^>' 4 n n^V":^';!/^ -7 Jc•:^v';^*^ il/^v 

[0 0 3 0] 

Mi-^^i^^^'^^^^o C(0:i^:^TMtli^Mt^&tLXltm^i£T-^^)Vm^j:t'<Dj&,m ( 
Ci-e) T)^iJ y ^ )^&^ ^:^VW;v*'5:if<75Tn>f ^:x>?;V:j-ds^->*;i/:a?-;i/^ 

-cab -So 

[0 0 3 1] 

^u-y><Dy:i^y-)V^m^(O^WmtLXl,t. fzbkl£Bzl. Cl-Bzl, 2 
--hn^yy;v^ Br-Z. t-rf-;v^: if;&«^l-f e>tL^o 
10 0 3 21 

li;^^y>'<^-f 5 ^V-;K7>#M^i: LT{±. Tos. 4-yh^'>-2, 3, 6-h 
V ^^PV^V^f DNP, Bom. Bum. Boc. Trt. Fmoc^riT 

[0 0 3 31 

K. fStt^;^'r;v [T;vn-;v (/vrfcxt^. ^>^'^nn7jcy-;w. 2, 4, 
^nn-7iy-;l/, 2, 4 - v— h n 7 v'Ty ^ •^;VT;V3-;i/, >'^•^- f n 

HONB. N- t: KnJpv>!;^ N-l; Kn^v^^JV-f 5 K. HO 

[0 0 3 4] 

1; y n :>t y :^ h V y )]y:^uf^m^^^^ii^n'h<DU^Wi^J: t^zX 

mizx^BLMRfBii—miz- 2 ot:~4 o'C<^?a;K-r-fi^*>^x;g)7&^ m^stc:fev^r{iT- 
y-;v. yjL^-}]/, f-:tT-y-;i/. y^^'vy-;!/, /N°7^^y-;^, 

yy(h\ 1, A--y^VV^:^-n^^ 1. 2-^iJ'>v'^:^-JK^J:^^J*^:^>^f»J 
(DmMii^m±xh^o tfz^ \^7.^vy<D^ ^ir^/-)v^^^h\^xm^^hfi^2 , 4- 
h ny j^::^;v^t4^:f7i/-;i/^^3gtc i 19 ^^^tt. h V y h y r ^o-f y V-}V 
Um^t\^xm^^hixh7i^)v^)vm\t±^(r>\ , 2-j::^yy^:t-;v> 1, 4-y'^:^ 

T if i ^ T ;v V iUkStc J; o T tt^ o 
[0 0 3 5] 

ttliE# 2004-3092315 



2003-317443 



^-5/: 10/ 



[0 0 3 61 

[0 0 3 7] 
[0 0 3 81 

> ^ (iB^^ $ i^r/c - r ^ n ^ Fj^® L TtrQ#^^'3^^ J: < § tLif 

KMi-^^^<Di^mz;hfz^^m^fiX\^^:h^mi>h<ii^^<DM^=^Ui^'S:MMitX^^ 
•zr^y 1 tC^LO. 1 ~ 1 0 0<^t!l'^t?^-^^^V^{4P^^$-^/i^<O^'f$ffl-t^ i 

i^U;w»> sf?'; T'n tf w^^g^ifcDm-^J^S 7t^i«m'^%^;if<^#a9T• 

•;' iJ' ;^ ^ if 'Srffl v> -S, i i: # S o 
[0 0 3 91 

'fb^tf^ h;i/j^>'-2, 4 -v^'f y vT:^^- h *if<^>y-f y vT:^- Kk'g-tr> 

(2- ti V V ;v ^ :t ) y n E° :^ >'mN-7. V ^ v ;V (SPDP) ^ ) ;5 -1^: m^TC 

(2) ^^^^->^;^^#:(7>f^f& 

ft2~l Omn&^t>fL^o UMW}<^tLXit^ 'ef!lx.{f^J-;V> -^-i?-^. ^f^?, ^n^^y Y 

. -^-^Ts^ vvY^ y£.vv. ^7 h u '^ifT&s^tf e>fL;s,7&^ ^u-i-jv^^i^ 

tbiE# 2004-3092315 
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10 0 4 01 

4'<^^/?-T5n^ Kin:#:ffi(7)t|iJ^{±, ^Jx.{miBco:ilft'fk^ -T 5 n h'tm,Mmti 

lii^^(0-:fjm. m^^^^y-y- t<)V:^^^ y<Dljm C^-^^^- (Nature) ^ 2 5 6> 
4 9 5 (1 9 7 5) ] iZ^y^^mm-^^&o m^i&mMtLXii. .ifUaif-WiJ^i;^- 
;v (PEG) ^'tyr^'y^)\^:^^j:if-^mifhfi^-^^. §f t L < (± P E G fc'T&^ffl "c* ^^ 
So #flM«i: LT(i/ci:x.ifNS- U P3U1. SP2/'0. A P - 1 ^ if^^'^lf 
btLS/J)^ P 3 U 1 ^ifWt L<ffiv>ib^X'2>o fflv^ibtL;i,in;#M^» (WKM) m. 

t^m.mm.§kt<Dnt jimi : 1-2 o : immx^^. peg mtv< 

{iPEG1000~PEG6000) 7&^' 10-80 %^KO^Jg-e«$ tL. ®# 2 0- 
4 or. Sft L< (is 0-3 7 r-eS't 1 - 1 O^S-ra^ M-^ CI 1 J: <9^^ 

10 0 4 1] 

m^^-^-^yC^^Jt-^, ^^'>X:fe^i5^n-;^'; :x^#^:6«l|v^iptL;&) t /ifiT'D-r'f >ASr 
iSi#oMSiJx Watiai-^HAT T^/T't^UV. =^»L 

-c. 10-2 o%^^m^M.m'S:^ttW)mmmmmM rpmi i e 4 o) x^t^ft^h 

[0 0 4 2] 

m^Mm. ^^y^^i^ deae) Kx^muM^. m^'t-m. 

. mj[IM^@ffi*SV^«-/nT--f >A. ■/nx'f >G*-2.v^(iKAPT I V-AE (TECN 
OGEN S.C.P.A.tt) t*Oig14PR«^Jlc J: l9m#<^*«r#^^L. ^^'Sr«ISI^-*Tjn:#* 

[0 0 4 3] 

^-T^n^ FO-ia5^:^tS:iS-t-StrL/8-T5n^ F*n;#«:^^-t--2>>'^'< "^^U 
^ F^^ a-:^;^^#^0^-t■S/^-^ -^'J F- voMSUfi/i i: ;i{^-?-<7)— SI5^i^l'*SS 

[0 0 4 4] 

£)L_h<^J: ^ t'Lt:> /^>f -^^i; F-v|BlBa^iaifin.K)J^<7)^#l*lX{i^#^1--e^«L. -f-cD 

^ o 

[0 0 4 5] 

i^m^^m^ (MCI) s mT^uy( yry^ty-^^- (caa) (»tL<ti. r 

tBiE# 2004-3092315 
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[0 0 4 61 

:ifih<D^^\iZit. m^^^=f'^(^i><7)'tm^^Xii a tfzmt^^l^<DFiah')2. Fab" 
Xit. MMWim?^ (BBB) =Srjtitf L<^ /3-T 5 n ^ K<^)it 

^^-lir^ '2.*fC#) JfeifW^Lv^o ^^VM±. FaMMP^ (BBB) ^itiiL;&v-j^#:X' 

10 0 4 7] 

tfz. ±W.(D X 0 ^'MlkWim?^ (BBB) =^ML. l^^^Kfz^Amo ^ -T < n y( 

&}t£^mMtLxm^^^^t^x^^o r <^a|l!OT;^^y>'^-f (m 

CI) KM^hMXJPt A.^mAmii. ^ff-T^n-f K (x-4 2) 
^ttmhiiX\i^^tztb. #lc/?-T^n^F (x-4 2) «7) C^Si5^w#^K^>S;^'»:^ tfG 
i^^l-<DFiah')2. Fah' tfzttFahm^-^J:t^tXftA.^^Amt(D^ WmxcoM^m^J:^^ 

^MmmUR l^j:if^m^^xmm\:1r^^tizx^. :ifitxmmx;$>-ofzr)i^y''^4-r 

-^^iijg^^^M (MCI) <D^m^^i!}^'^miz^£^tm^hfi^o 

[0 0 4 8] 

:^mMo^i^^^^-t^T)i'y^^^'r-m. ummMwm (mcd . ^sr^n-f ft 
(CAA) (&^L<{i. T}\^y^^^-7~m^j:i^) ' x^mnit^ 

%Wim ^"^^^ \^y'J. ^iy. ^}Vfj:t') liZ^LXB 

m^tfzmmnm^z^^-r^^tib^x^^o s#^^> ^tfe. 4£ 

h>&i:niJ:oT -^flx-tf. )&A<DT JVy^'^^ ■7~m<Ox^0<^fzi^i^i^^ 

■t^^^i^ii. :^^moijLi^^ 1 mai: LT. ®ao.01~20mgAg#m^iK^ »t L < tiO 
.l~10mgAg#^mM. § P>t::§f* L< {40.1~5mg/kg#*M^r. 1B1~5I1I@«> §ft 

'5>»*^-^-r^ii:3&«-e§So ^i^t7&s#icfiv>i^^ic{4, -f-OSMt^tcSCTiil:L-C^> i 
[0 0 4 91 

:^mM<Otjimi.. ^fi^^ttzliMm^J:Mmm.^mtLX^^-t^^t-i)^X^:ho ±IB 
[0 0 5 01 

■r^j:t>-tb. mx.if. '^n^^(ofzi!t)<Dm.^mtLxii. m<^tfziiWLi^<DMJ^. 
(v7 h3!;-/-t;v3^j^'^tf) > i^uy-fm. mM. mmMm-^^hifhtt^ho ii^-if-^m.mo 
<iimm\'^^^^^^(oxh^o m^\t. ^nm<o^^. mmii\^x\u ^m. xa. 

[0 0 5 11 

m^MM. &T&m\. mmmmk ^^^it^tii^^^^J^^^^-^i-^o i)-^)- 

^m^Mit. ^iifi^^<D^mK%^x. mx.it. ±ti^ii^ti-z\t^<Dm.^m'Bmm^zm 
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> y;V'^- ^80^ HCO-50 (polyoxyethylene (50mol) adduct of hydrogenat 
ed castor oil) ] m t^^LX i> l\^^o Mttffet LTti. iZ3.m^^^ 



ii^l^5~500mg. '9*3lt^»Jt?{i^5~100mg. -e-<^'ftfe<O|pJJI^-eti*5Jl0~250mg<^±© 



^^m<^mM-m\i'^\'-'X . r < ^^^m^^^^X^m-r^^^. IUPAC-IUB Coimnision on 
Biochemical Nomenclature KX.^^-^h^^^\t^W^^^^^^y^^M^-^^^&^< ii<^ 



[0 0 5 2 ] 



[0 0 5 3 ] 



[0 0 5 4] 



P AM 
B o c 
Z 



2 -yn^---?:/>?;i/:t'=^v'?{/;V>K— -'l' 



C 1 - z 

B r - Z 

B z 1 

O c H e X 



OB z 1 
T o s 
HOB t 



p — h ;l/ jc> j:^ ;i/ >}x - ;i/ 
1 -^>V' h V 7V-;i/ 



Me B z 1 



4 ->>{f-;v^>y;V 



Bom 
DCC 
TFA 
DMF 
G 1 y 
A 1 a 
V a 1 
Leu 
I 1 e 
S e r 
T h r 
C y s 
Me t 
G 1 u 
Asp 
L y s 



: T9 — >' 
: ^^^) y 
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A r g '. 




His : 




P h e : 




T y r : 




T r p : 




Pro : 




A s n : 




Gin : 




S P D P 




GMB S 




B S A 


: "i^ vjfa.vtTJi^y? > 


BTG 


: ^'y^u^ruy^) y 


E I A 


: cc>Hf^ Ay T-y-b'T 


HP LC 




HRP 




FB S 




d-FB S 




TMB 


: 3,3'.5,5'--r 


H/HB S S 





Ci£^J#^ : 1] y3-T5o-fK (1-38) 
mn^^ : 2 3 yS-T5nxf K (1-3 9) 
CIE^J*-^ : 33 ^-T5n^F (1-40) 
C@e^iJ#-^ :43y9-T5n^K(l-41) 
C@B^J#-^ : 53 yS-T^n^K (1-42) 
CSS^J«-t :63 i8-T5n^K (1-43) 
[ia^J#-^ : 73 (1-28) 
CSE^J*-^ : 83 y9-T5n^K (25-35) 
CSB^J#-^ : 93 y9-T5n^K (35-43) 
iWm^^ : 103 iff-T^n>fK (1-16) 
CK^m-^ :i 13 iff-T5n^K (17-28) 
C@S^J#-t : 123 /ff-T^n-TK (18-28) 

[0 0 5 51 

^ife^J-effiv^Tt^y ^'n-i-;v^#BC- 0 5 a*5 iO^B A- 2 7 a Jis WO 94/17197 

\mm,m 1 1 

[0 0 5 6] 

^J- > K-f f-fe- EIAlCi;S>A/Sx-40. A^x-42 OjffJ^ 

■v>!7:^^y iJ' n--:h;V^#:BNT- 7 7 a (Asami-Odaka A. et al.. Biochemistry, 3 
4, 10272-10278 (1995)) WO 94/17197-^<&^<^^SS^nJ 7 tc|a«<^:&^i::ii C> /3-T 
5n>f K (11-2 8) 4:BALB/C-7';7;^tC^&gg-t-*i tt^i '9#^o itL* 1 5;/ 
g/ml^tfO. lMRm^«. pH9. 6^?S^9 6 ':7:n;v-7^iJ'n7'V- ht^l 0 
0 A' 1 -fo^^'i^L. 4 t:T?2 4^r^it!c«L7to •i7x;l'<^>^*iJ<^ilt^^P^i^. PBS-e4|& 
^^L7t:7'n-;; i-;^ (:*;:B4:M^) 3 0 0 1 ^]E)nx.> 4 rt? 2 4 ^F^StS-t^ ^ t 

j: l9 7p:ffi'fkLyio A/9 x-4 0<^ilij^ti> ±fSO i ^ frc 1 ^^#?^H^>fbL/i7'V- > 
tc, >'^^;^7t-EC Cl 0 %:^n y jc-;^, 0. 2% BSA, 0. 4M NaCK 
0. 05% CHAPS, 2mM EDTA, 0. 0 5 % N a Na 'Sr'^tf 0 . 02Mi;> 

WSmW.. pH73 -e#5RL7tA;ff 1 -4 0 ^^-f^^-m^Wi) <^«m^J*3j:a^m^^ 

miE# 2004-3092315 
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JR-IOO^ I =^*0x.. 4'CT'2 4B^MS)S$-iJ:/io P B S ■egfe?i-L/^<7)-^. 2^m^tL 
X^'^yyr-C il%BSA, 0. 4M N a C 1 > *3 j;tF2 mM EDTA^-^tfO. 
0 2M')ymmWM. pH7D T'l 0 0 0|&lC«L3tBA-2 7 a-HRP (WO 94/17 
197-f-<2rm#PI) =£rlOO// 1 ip£, 6 Np^mt&^-^f^o PBS■C^^L:^m^ T 

MB-7-f ^'n'i7x;WN'-:tdr->^— IflfeUv'^J.xi^ (KIRKEGAARD & PERRY LAB, INC) 1 

0 0 ;w 1 ^m^MUTl O^mKJB^^tZo KJZ^^ IMV vmi O 0;« l ^Jnx.*ii:t' 

1 «9^»lh^-*/>:f^> 4 5 0 n mO®l^;g'^-/l/- ^ V - (SPECTRAMAX190. Molecular 
Devicett) -C-iUJ^i"^ i t i 19 mm±<omm^'\^^^>^fzo a x - 4 2 OSiJ^(±> 

±|Bt?f^^L/wBNT-7 7 aSJfe'fbT'V-htCA^ 1-4 2 (^T'-f- W^Bf) O^m 
mnisX X/^mn^Pt ^ *n x. ^ 2:^tn:#: tLTBC-05a-HRP (WO 94/17l97-t^## 

mmm 2 1 

[0 0 5 7] 

B A- 2 7 a t/ctiBC- 0 5 a.t^Mrt^S-^mOB AL B/Cv^J^jflL^^S 
^6:113 CO A /? X - 4 0 is i A X - 4 2 (D^m^'it 

3^H^. BALC-Cv:7;x.i9|ZC-e±Ifl^#(7>^l^^;^f)-L/i:o 0. 5mg<^BA-27ai:0. 5mg<^)BC- 
05a^-e-tL-rtL7Ei:6EOT'>y?.<^miiS#L/Co ^ >9 <^i^&#6E=S: ^ >' M^-;i/ 1 L 
T^ltL/io l£#^16l^ra^t3, ai-x;V'lftffi!'T-e. v ^7:;^;6>t,ifiLlK (plasma) tM^Mf^ 
(CSF) ^mUL. A/?x-40fcAy9x-42 L/Co ^ h K lMm^^\Z 4 BC- 

05a=^mM^#Lfc-7'i7^<7)ifiL|t=l:«L. A )S x - 4 2 ^^rUfeLTto ^ ^ *)<7)lfiLlKlO 
/u 1 i:5/z gODynabeads M280 anti-mouse Ig {dyiial)i2Wm^UX-K!B^-^fzmz±W 
^mU\^. JflLlt+<^^&^i5^ny; >m^^^MAfix-4 0 t A^ x-4 2:feJ;tf0.2M Gly 
cine pH2.8T-^mLyi^&2g^^ny; A i5 x - 4 0i:A/Sx-42 ^iffljeb^Co 

[0 0 5 8] 

jflL^A^ x-4 0{±. BA-27a^-^Sf-Ct±137.3±2.2fmol/ml, BC-05a^#^-Ct±3. 3±1. 
2fmol/ml, jEt^flB.^-e«3.4±1.8fmol/ml-e*o>to l8i»fl?eA )9 x - 4 0 BA-27a 
^^i^-e{±670. 8±252. 6fmol/inl, BC-05aS-^Wt?{±166. 5±140. Ifmol/ml, lE-ir^PSS^t? 
{±246±184.3fmol/mlT-^o/io JfiLitA/3x-4 2 ii. BA-27a^-^l^-e{±0. 5±0.4fmol/ml 
, BC-05ai&-^S^t?l±60.7±7.1fmol/ml, ]E'^imMxm.2±0.2imo{M\X-^^fZo la* 
gt?^A /8 X - 4 2 (4^ BA-27ai£-^S^t?{i«!l^iS;KJeilT, BC-05a^4-Pt?{±0.6±0.4fmol/m 

1, lE'^nmmxmmmmiii.Tx^^fzo A^x-ioa. Bk-27a.^-^KXoxssa.m'c-4 

Om, m^m^^X2.7mtmMli'±^Ltzip<0.00l)o L^&^L. BC-05a^#X-{4jfD.lt • Jl* 
m.^tiii,ZApx-4 0<D±m±^hfl^J:^^^tZo 
[0 0 5 9] 

A iff X - 4 2 J4> BA-27aig^t?{±jfiLil • le5»fl^£i: "fc A ^ x - 4 2 0±#{±^<ba* 
>6-o7to BC-05a^-%-t?{±«-r304^t^:^itJ^±#L(p<0.001), J|g#fttS-X?(ijE#*)-m-e 
itWl^mm&^TX^ofz 4> O75^0.6±0.4fmol/ml i:±#L/Co 
[0 0 6 0] 

BC-05a'^— J-B^, mU^^\^it'r^:^t^li^ JfiL^A ^8 x - 4 2 <^^324. Ifmol/ml 16 

iiJn Lit A ^ X - 4 2 Ot5{J100%>6*^#:^^j^^ffl'C<b c> fco 
[0 0 6 1 1 

JlJ)L±(^jgm{4. ^A/3 4 2C*3JI#M^'f*:BC-05a*V'>;^mj^lc^#-r^ i:Ji5*Slf£A 
jffx-4 2 i:«A^x-4 2 =^#mfi^t^L;6-'{>^H^ic±#$-iJr;i. Cl ^^LTV^;|)o JflL 
m^iZ±^LfzA ^ X- 4 2 lt^mi!rm:f^) y^^^mx^:h ^ ti)^(b. ^OA/Sx-4 
2O±#}4^#L/iBC-05a75^«tt'tr$&'^LXV^;S A^ x-4 2 ^B\^l^fzi><DXli^j:\r^ 
o L/i:i&«o-C. iS:-^$tLfcBC-05a}4ieil*lA/? x-4 2 0^?^ ';T7>;^=£r#M6<JtCiiira$-€- 

-c. m^mmA^ x-4 2 tM.mApx-4 2<Dfiisa^^vfzi>(Dt^K.hfi^o 
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SEQUENCE LISTING 

<110> Takada Chemical Industries, Ltd. 

<120> Use of antibody 

<130> B03094 

<160> 12 

<210> 1 

<211> 38 

<212> PRT 

<213> Human 

<400> 1 

Asp Ala Glu Phe Arg His Asp Ser Gly Tyr Glu Val His His Gin Lys 

5 10 15 

Leu Val Phe Phe Ala Glu Asp Val Gly Ser Asn Lys Gly Ala He He 

20 25 30 

Gly Leu Met Val Gly Gly 
35 

<210> 2 
<211> 39 
<212> PRT 
<213> Human 
<400> 2 

Asp Ala Glu Phe Arg His Asp Ser Gly Tyr Glu Val His His Gin Lys 

5 10 15 

Leu Val Phe Phe Ala Glu Asp Val Gly Ser Asn Lys Gly Ala He He 

20 25 30 

Gly Leu Met Val Gly Gly Val 
35 

<210> 3 
<211> 40 
<212> PRT 
<213> Human 
<400> 3 

Asp Ala Glu Phe Arg His Asp Ser Gly Tyr Glu Val His His Gin Lys 

5 10 15 

Leu Val Phe Phe Ala Glu Asp Val Gly Ser Asn Lys Gly Ala He He 

20 25 30 

Gly Leu Met Val Gly Gly Val Val 
35 40 

<210> 4 
<211> 41 
<212> PRT 
<213> Human 
<400> 4 

Asp Ala Glu Phe Arg His Asp Ser Gly Tyr Glu Val His His Gin Lys 

5 10 15 

Leu Val Phe Phe Ala Glu Asp Val Gly Ser Asn Lys Gly Ala He He 

20 25 30 

Gly Leu Met Val Gly Gly Val Val He 
35 40 
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<210> 5 
<211> 42 
<212> PRT 
<213> Human 
<400> 5 

Asp Ala Glu Phe Arg His Asp Ser Gly Tyr Glu Val His His Gin Lys 

5 10 15 

Leu Val Phe Phe Ala Glu Asp Val Gly Ser Asn Lys Gly Ala He He 

20 25 30 

Gly Leu Met Val Gly Gly Val Val He Ala 
35 40 

<210> 6 
<211> 43 
<212> PRT 
<213> Human 
<400> 6 

Asp Ala Glu Phe Arg His Asp Ser Gly Tyr Glu Val His His Gin Lys 

5 10 15 

Leu Val Phe Phe Ala Glu Asp Val Gly Ser Asn Lys Gly Ala He He 

20 25 30 

Gly Leu Met Val Gly Gly Val Val He Ala Thr 
35 40 

<210> 7 
<211> 28 
<212> PRT 
<213> Human 
<400> 7 

Asp Ala Glu Phe Arg His Asp Ser Gly Tyr Glu Val His His Gin Lys 

5 10 15 

Leu Val Phe Phe Ala Glu Asp Val Gly Ser Asn Lys 
20 25 

<210> 8 
<211> 11 
<212> PRT 
<213> Human 
<400> 8 

Gly Ser Asn Lys Gly Ala He He Gly Leu Met 
5 10 

<210> 9 
<211> 9 
<212> PRT 
<213> Human 
<400> 9 

Met Val Gly Gly Val Val He Ala Thr 
5 

<210> 10 
<211> 16 
<212> PRT 
<213> Human 
<400> 10 
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Asp Ala Glu Phe Arg His Asp Ser Gly Tyr Glu Val His His Gin Lys 
5 10 . 15 

<210> 11 
<211> 12 
<212> PRT 
<213> Human 
<400> 11 

Leu Val Phe Phe Ala Glu Asp Val Gly Ser Asn Lys 
5 10 

<210> 12 
<211> 11 
<212> PRT 
<:213> Human 
<400> 12 

Val Phe Phe Ala Glu Asp Val Gly Ser Asn Lys 
5 10 
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